1/15 




Fig. 1A 

HOOC COOH 




Fig. ID 



Figure 1 



Express Mail No.: EV 170393386 US 
3646672v 1 



Attorney Docket No.: 0492479-0033 (MGH-223 1) 
Date Filed: 01/22/04 



2/15 




SH 



NH 2 



CH, 



COOH 



H3C CH3 

Fig. 2B 





HOOC-^ 



N' 



HOOC 



Fig. 2C 



X 



r 



COOH 



COOH 



Fig. 2F 



H 



H 



N „ 

,N K 
H H H H 






Fig. 2D 



HOOC. 
HOOC' 



N N 

; k 



COOH 



COOH 



Fig. 2E 



COOH 



HOOC COOH 
X — N N-^ 

HOOC^ ^COOH 



Fig. 2G 



N N — ' 



XOOH 



S-S 



Fig. 2H 



Fig. 21 



Fig. 2J 



Figure 2 



Express Mail No.: EV 170393386 US 
3646672v 1 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



3/15 



HOOC^ / — \ ^COOH 



C J 



"n n; 

HOOC^ \ / ^COOH 



HOOC- 
HOOC- 



N' 



Fig. 3A 



r 



COOH 



COOH 



Fig. 3B 



-COOH 
-COOH 



H3CH2COOC NH HN 



sV COOCH 2 CH 3 



J 



SH HS 



Fig. 3C 



Y 




NH HN 



N 

OH OH 

Fig. 3E 



PO3H- PO3H- 

PO3H- PO3H- 

Fig. 3D 



Figure 3 



Express Mail No.: EV 170393386 US 
3646672vl 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



4/15 



COOH 

COOH ( JX)OH 

o o 
Fig. 4A 



COOH 

COOH ( COOH 
/ N 




R = 4-dimethylamino; 4-amino; 4-chloro; 4-chloro-5-ethyl; 4-acetyl; 5-carboxy; 
5-sulfonoxyl; 5-bromo; 4-, 5- or 6-methyl; 5-trifluoromethyl; 4-ethoxyl; 4-, 5- 
or 6-methylsulfonyl; 4-, 5- or 6-hydroxyl. 



Fig. 4B 



Express Mail No.: EV 170393386 US 
3646672v 1 



Figure 4 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



5/15 



O.i-Kh-1 48 (3.069) 



521.3 56S.3 



145.2 21?-2 279.2 313 , 2 ( 367 1 409.2 450.2 >, i °L 



llii->h-1 49 {3.097) 
100-. 



130.1 184.7 



iii 



342.1 

JL 



513.3 
,1 53P-2584.1 



684.3 722.3 



150 200 250 300 350 400 450 500 550 600 650 700 750 800 850 900 950 1000 



Fig. 5A 



Mi 



II 



i 1 1 1 1 i 1 11 1 i 1 ' 1 1 i 1 1 11 i 1 1 1 1 i 1 11 1 i 1 r 



Fig. 5B 



Figure 5 



Express Mail No.: EV 170393386 US 
3646672vi 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



6/15 




O 



Fig. 6A 




o 



R = 4-dimethylamino; 4-amino; 4-chloro; 4-chloro-5-ethyl; 4-acetyl; 5-carboxy; 
5-sulfonoxyl; 5-bromo; 4-, 5- or 6-methyl; 5-trifluoromethyl; 4-ethoxyl; 4-, 5- 
or 6-methylsulfonyl; 4-, 5- or 6-hydroxyl. 



Fig. 6B 



Express Mail No.: EV 170393386 US 
3646672v I 



Figure 6 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



7/15 



tlawh-2 66 (4.332) 




2: Sean ES- 
4.61*4 



4132 441.3471.2 545.6 - 617.6645.5 691.6 745.3 781.6 845 6 691.5 949.3 991.6 



1: Scan ES+ 
9.58e5 



445, ! 478.2 5293 5593 623 3 669.4 701.4729.5 769.6 829.4 869 4 903 4 985 .0 



350 400 450 500 



. 77 . ,.p].i-i , i 1 1 1 . 11 1 . . . . 1 ■ . . ■ . 1 1 1 1 1 m ■ ■ • n ■ ■ ■ ■ 1 1 ■ 1 ■ ) ■ ■ 1 ' 1 ' ' ■ ■ ) ■ ' ■ ■ 1 » ' ■ * 1 , ■ . 1 1 1 ■ ■ ■ . ) ■ 1 1 ■ 1 1 1 ■ ■ ( rrvi 

550 600 650 700 750 800 850 900 950 1000 



Fig. 7A 



i 



I 11 1 1 I 1 1 ' 1 I '' 1 1 I ' 11 1 I ' 



I ' ' ' 1 I ' ' ' ' I 



I 1 1 1 1 I 1 11 1 I 



Fig. 7B 



Figure 7 



Express Mail No.: EV 170393386 US 
3646672v 1 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



8/15 




Express Mail No.: EV 170393386 US 
3646672v 1 



Figure 8 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



9/15 



Cell Viability % 




XH1 Concentration (pM) 



Fig. 9A 



120.0 



100.0 



80.0 



CellVtability% 60.0 



40.0 



20.0 



0.0 



LDH Assay 



||I:M 



.Ml 



0(DMSO) XH1(1pM) XH1(5mM) XH1(10mM) 



Fig. 9B 



Figure 9 



Express Mail No.: EV 170393386 US 
3646672vl 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



10/15 



APP 




mm m» m 



(3-Tubulin 




[XH1](mM) 



10 



APLP1 



Fig. 10A 



APLP2 



10 



10 



[XH1]((iM) 
Fig. 10B 

Figure 10 



Express Mail No.: EV 170393386 US 
3646672v 1 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 

BEST AVAILABLE COPY 



11/15 




Express Mail No.: EV 170393386 US 
3646672v I 



Attorney Docket No.: 0492479-0033 (MGH-223 1) 
Date Filed: 01/22/04 

BEST AVAILABLE COPY 



12/15 



~~-Gd-XH1 
-si Gd-DTRA 



<X> 

CO 
CO 
CD 



CD 

<d 




O.OOS O O.OOS O.OI 0.015 0.02 0.025 O.OG 



[AB-40] (mM) 

Fig. 12A 



CO 



1.4 



0.2 



-0.1 



~-*^R1 -+- 0.025mM HSA 




O.I 0.2 0.3 0.4 

[Gd-XH1] mM 

Fig. 12B 



0.5 0.6 



Figure 12 

Express Mail No.: EV 170393386 US . ^ttome>*.oekeVNb.: 0492479-0033 (MGH-223 1) 

3646672V1 BEST AVAILABLE V/U* TT Date Filed: 01/22/04 



13/15 



3.5 



<^R1 DTPA 
■h R1 GdXH1 



3 - 
2.5 - 

CZ3 



2 - 



1.5 - 



1 - 



0.5 



-i 1 i 1 1 r— i 1 1 1 p 1 1 1 1 1 r- 

-y = 1.6433 + 0.64685X R- 0.2079 
- y= 0.539 + 29.199k R- 0.99455 



o 



[A(3 42] mM 



0.02 0 0.02 0.04 0.06 0.08 0.1 0.12 



Express Mail No.: EV 170393386 US 
3646672v I 



Figure 13 



Attorney Docket No.: 0492479-0033 (MGH-2231) 
Date Filed: 01/22/04 



14/15 




Figure 14 

Express Mail No.: EV 170393386 US Attorney Docket No.: 0492479-0033 (MGH-2231) 

3646672vl _ Date Filed: 01/22/04 

BEST AVA!LA3LE COPY 



15/15 




Fig. 15B 
BEST AVAILABLE COPY 

Figure 15 

Express Mail No.: EV 1 70393386 US Attorney Docket No.: 0492479-0033 (MGH-223 1 ) 



